Association of p53 and p21 expression with clinical outcome in patients with carcinoma in situ of the urinary bladder.
To determine whether p53 and p21 expression in bladder carcinoma in situ (CIS) with or without papillary disease can predict disease recurrence, progression, and survival. Immunohistochemical staining for p53 and p21 was carried out on paraffin-embedded tumor specimens from 47 and 39 patients, respectively, who had CIS with or without Ta or T1 disease, but without muscle-invasive cancer. Immunoreactivity was categorized as either positive (reactivity in 10% or more CIS cells) or negative. Expression of p53 and p21 was positive in 28 (60%) of 47 and 12 (31%) of 39 CIS tumors, respectively. p53 expression was not associated with clinical outcome. Positive p21 expression was associated with bladder cancer recurrence (P = 0.035) and progression (P = 0.033) when adjusted for the effects of clinical stage and grade. The combined p53/p21 expression status was independently associated with disease recurrence (P = 0.022), progression (P = 0.042), and cancer-specific survival (P = 0.031). Patients with p53+/p21+ expression were at significantly greater risk of disease recurrence, progression, and mortality than those having a p53+/p21- or p53-/p21- phenotype (not significantly different from each other statistically). In CIS without muscle-invasive disease, positive p21 expression was independently associated with bladder cancer recurrence and progression. Positive expression for both p53 and p21 puts patients with bladder CIS at the greatest risk of bladder cancer recurrence, progression, and, most importantly, mortality, suggesting a potential rationale for early definitive therapy in these patients. On the other hand, an intact pathway at the level of p21 seems to abrogate the detrimental effects of altered p53 immunoreactivity on the outcome of bladder CIS.